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I571 ABSTRACT 
A method for trcaring humans or non-human ammals 
for dysuria comprising administering an effectwe non- 
toxic amount of alfuzosine or a pharmaceutically ac- 
ceptable salt thereof to a human or non-human animal 
suffering dysuria. 
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ALFUZOSINE COMPOSI-ITONS AND USE 

The present invention relates to pharmaceutical com- 
positions contanung alfuzosmc and the use of alfuzosine 6 
in the treatment of dysuria. 

Aifuzosine, the compound of formula 

IO 
CHIO 

I5 
CHlO 

is known for its antihypenensive activity. It is an antag- 
onist of vascular al-adrenergic receptors which POS- 
sesses direct muscle-relaxant properties. 

A 5 mm ring of urethra, from the region situated 
between the base of the bladder and the prostate, is also 
prepared. 

In many patients manifesting dysuria, an exception- 
ally high cervico-urethral pressure is observed, which is 
related to a relative hyperactivity of the a-adrenergic 
receptors 

It has now been found that alfuzosinc has activitity m  
altering the phenylephrine-induced contractions on 
preparattons of smooth muscle originating from the 
base of the bladder (trtgone muscle) and the urethra of 
rabbits and that alfuzosine can be used for the treatment 
of conditions of the lower urinary apparatus, in which 
hyperactivity of the alpha-adrenergic receptors of the 
vesicosphincter system dtsturbs the continence/micturi- 
tion cycle. 

Accordingly the present invention provides a method 
for treatmg dysuria in humans or non-human animals 
comprising administering a therapeutic amount of al- 
fuzosme or a pharrnaceuttcally acceptable salt thereof 
to a human or animal suffering dysuria. 

The portions of trigone muscle and urethra are 
washed under a tension of 1 g in Krebs medium. 

The contraction-response curve to cumulated con- 
centrations of phenylephrme is determined. 

Additions of the agonist are performed every 5 min 
The tissues are washed untrl the original tension is rees- 
tablished, and are then mcubated for 30 mm with alfuzc- 
smc. A second response curve to phcnylcphnne is dc- 
termined in the presence of alfuzosine 

The response curves to concentrations of phenyleph- 
rine in the presence or absence of alfuzosine are ex- 
pressed as a percentage of the maximum response ob- 
tamed relative to the control curve. 

The power of alfuzosme is calculated in the form of 
pA? by Schild’s method, where pA?=negative loga- 
rithm of the molar concentratton of alfuzosine which 
causes a rightward shift of the response curve to the 
agonist. 

Patients who may be treated arc, for example, men 
and women who have bladder neck disease, or men 
who have benign hypertrophy of the prostrate with 
dysuria of alpha-adrenergic origin. 

Other patients who may be treated include those 
suffering from neurologtcal dtsorders such as paraplegia 
or multiple sclerosis, for whom the disturbance of mic- 
turitron also responds to alfuzosine. 

The daily dosage can range from 0.5 to 10 mg for 
adult humans. 

Alfuzosme (at a dose of 3.0 PM) causes a significant 
rightward parallel shift of the response curve to phenyl- 
ephrine both in the trigone muscle and in the urethra. 
Alfuzosme causes a 20 to 30% reduction in the maxi- 
mum contractile effects of phenylephrine. 

By Schild analysrs. the pA2 can be determmed. thts 
bemg 7.05-O. 17. 

The present invention also provides a pharamceutical 
composition for treating dysuria comprising an effec- 
tive amount of alfuzosine or a pharmaceutically aocept- 
able salt thereof and a pharmaceutical diluent or carrier 
therefor. 

By means of clinical studies. it has also been possible 
to show the efficacy of alfuzosinc in patients suffering 
from dysuria of neurological origin withurcthral hyper- 
tonia. 

The pharmaceutical compositions of the invention 
containing alf’uzosine or a pharmaceutically acceptable 
salt thereof in combmation with any suitable excipient 
can be administered orally, parenterally or transder- 
mally. They are presented in any suitable form such as 
gelatine capsules, tablets, solutions, and the like. The 
pharmaceutical compositions can also be presented in 
the form of delayed-release tablets or gelatine capsules. 
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5 mg of alfurosine are.injected intravenously continu- 
ously for a period of 20 min. Sphincterometric measure- 
ments were made using an electronic micro-sensor, 
before and after the injection of the drug, at the bladder 
neck and at the striated sphincter of the posterior ure- 
thra. 

The results of these measurements enabled a 44% 
pressure decresc (p<O.OOl) to bc noted at the bladder 
neck, and a 39% decrease (p<O.COl) at the striated 
sphincter. 

The pharmaceutically acceptable salts include acid 

A clinical study was also performed in paraplegics. 
The paraplegic, or spinal man, gives rise to an experi- 

mental model of the peripheral rcccptors. since he em- 
bodies a disconnection from the influence of the higher, . . . . 

addition salts of a pharamceutically acceptable organic 65 dtencephahc and cortical nerve centres. 
or inorganic acid such as mineral acids and mono-, di- Gtven the localization of the alpha-adrenergic recep- 
or tri- carboxybc acids, especially the hydrochloride tors in the posterior urethra and the vesico-urethral 
salt. segment or neck, alphaadrcnergic hypertonia is the 

2 
The invention will now bc illustrated by the follow- 

mg Pharmacological Data and Formulation Examples. 

PHARMACOLOGICAL DATA 
Male rabbits (CEGAN) weighing 3 to 4 kg are sacn- 

ficed by exsanguination and cervical dislocation. 
The bladder and urethra are rapIdly removed and 

placed in lukewotm Krebs solution containing bicar- 
bonate. 

The composition of this Krcbs medium is as follows, 
in mM: NaCl 114; KC1 4.7, CaCI? 2.5; KH2P04 1.2; 
MgSO4 1.2; NaHC03 25.0; glucose 11.7; ascorbic acid 
1.1. Propranolol (1.0 PM) is added into the Krebs me- 
dium to block the C(-adrenergic receptors. 

The bladder is opened transversely and the “trigone” 
region of the muscle, located on the dorsal surface of 
the bladder and between the two ureters, is dissected 
out. 
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source of dysurla and disturbances of micturition. The 
opening of the neck and the fall in the pressure gradient 
in the posterior urethra are the two condrtions required 
for the productjon of effective micturition. 

Alfuzosine was administered intravenously, and then 
orally if the first test is positive. 5 mg  of alfuzosine are 
injected intravenously in the covrse of 20 mm. 

Afrer injection of alfuzosine, the in&a-urethral pres- 
sures decrease signilicantly. The test is considered to be 
positive if an initiation of micturition, that is to say. 
necessarily, opemng of the neck, takes place. 

For patients for whom the test is positive, the admin- 
istration of alfuzosine was then performed orally at the 
ratt of 9 mg/24 h/28 d. 

In most cases, the treatmenl per OS enabled micturi- 
t ion to be rendered easier to initiate. 

FORMULATION EXAMPLES 

Examples of pharmaceutical formulations arc given 
below. 
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Sodium ;hloridc 449 
Worcr for In,cclilm g!, 5 ml 

15 1 claim: 
1. A method for trearmg humans or non-human ani- 

mals for dysuria comprising admmistering an effective 
dysuria controlling, non-toxic amount of al fuzosme or a 
pharmaceutically acceptable salt thereof to a human or 

2. non-human animal suffering dysutia. 
2. A method according to claim 1 comprising admin- 

istering alfuzosine hydrochloride. 
3. A method according CO claim 1 comprising admin- 

istering from 0.5 to 10 rnd: of alfuzosine or the corre- 
25 sponding amount of a pharmaceutically acceptable salt 

thereof. 
4. A method according to claim 1 for treatmg dysuria 

in patients having bladder neck dtsease or a neurologi- 
cal disorder. 

3. 5. A method according 10 claim 1 for treatmg dysuria . 
m  male patients having benign hypertrophy of the pros- 
trate of alpha-adrenergic origin. 

+ 4‘ * * * 
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